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IVijxed hyperlipidaemia is an important risk factor for tlie development of 
cardiovascular disease. The global management of mixed hyperlipidaemia is 
often more difficult than the treatment of pure hypercholesterolaemia in 
terms of goal attainments. Despite the significant clinical benefits provided 
by statins, many patients with mixed hyperlipidaemia do not achieve their 
recommended low-density and non-high-density lipoprotein cholesterol 
target goals with statin monotherapy. The combination of ezetimibe plus 
fenofibrate is a new alternative to improve the overall atherogenic lipid 
profile of patients with mixed hyperlipidaemia. However, the absence of 
comparative data with statin monotherapy and of long-term clinical studies 
suggests reservation of the combination of ezetimibe plus fenofibrate as a 
second-line therapy Nevertheless, this combination therapy of ezetimibe plus 
fenofibrate seems particularly useful for patients with a poor response or 
intolerance to statin monotherapy. 
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1. introduction 

Mixed or combined hyperlipidaemia is a common metabolic disorder, occurring in 

^ 30% of myocardial infarction (MI) survivors [IJ. This disorder is characterised by 
both elevated low-density lipoprotein cholesterol (LDL-C) and triglycerides (TG). 
The lipoprotein phenotype is usually associated with a decrease in high-density 
lipoprotein cholesterol (HDL-C) concentration, an elevated apolipoprotein B 
(ApoB) concentration and a preponderance of small, dense LDL particles. These 
small, dense LDL particles are thought to be more atherogenic because they are 
more easily oxidised, have a higher affinity for the extracelltdar matrix and a higher 
degree of retention in the arterial wall. Furthermore, small, dense LDL exhibits 
reduced binding to LDL receptors [2]. Ail the metabolic abnormalities of mixed 
hyperlipidaemia contribute to increased risk for cardiovascular disease (CVD). 
Mixed or combined hyperlipidaemia can be genetically determined. Moreover, 
mixed hyperlipidaemia is the most frequent lipid disorder found in patients with 
Type 2 diabetes and metabolic syndrome 13.41. 

A large number of prospective clinical trials have demonstrated that the reduction of 
LDL-C is associated with significant reductions in risk for cardiovascular morbidity 
and mortality. Therefore, elevated LDL-C is identified as the primary target of 
lipid-lowering therapy by both US [3,51 and European [4,61 guidelines. Beyond lowering 
LDL-C, the National Cholesterol Education Programme Adult Treatment Panel III 
(NCEP ATP III) introduced a secondary target of therapy, non-HDL-C, in patients 
with elevated triglycerides, to take into account the atherogenic potential associated 
with trigjyceride-rich lipoproteins. 
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Statins are the most commonly used therapy to reduce 
LDL-C and non~HDL-C, and are effective in decreasing the 
risk of cardiovascular events. Although statins lower serum 
triglycerides to some extent, fibrates are more effective in 
decreasing TG and increasing HDL-C levels. The fibrates are 
less effective than statins regarding LDL-reduction and are also 
useful in lowering non-HDL-C levels. In addition, fibrates 
increase the buoyancy of the LDL particles and, therefore, 
might decrease the potential atherogenicity of these LDL 
particles. However, clinical trials using fibrates have reported 
mixed results. In subgroup analysis from The VAHIT (Veterans 
Affairs High density lipoprotein Intervention Trial) and the 
Bezafibrate Infarction Prevention Trial 17-10], the benefit of 
fibrates mainly appear for patients with high TG and low 
HDL-C lipid profiles and/or with Type 2 diabetes and 
metabolic syndrome. At the opposite end, the FIELD (Fenofi- 
brate Intervention and Event Lowering in Diabetes) study has 
not been able to show a robust effect of fenofibrate in reducing 
cardiovascular risk in a specific population of Type 2 diabetic 
patients (111. However, the population from FIELD was not 
characterised by elevated TG and low HDL-C at baseline and 
the effect of fenofibrate alone on lipid parameters was relatively 
modest The FIELD results clearly suggest that the future of 
fenofibrate can be mainly in combination therapies with other 
classes of lipid-lowering drugs. 

The NCEP ATP III guidelines [3.5] recommend combining 
drug therapies to achieve the lipid goals for patients with 
mixed hyperlipidaemia. The combination of statins with 
fibrates is, therefore, a powerful strategy for mixed hyper- 
lipidaemia [12], due to complementary mechanisms of action 
and correction of multiple lipoprotein abnormalities. 
However, when fibrates are used in combination with statins, 
attention must be paid to the risk for myositis and rhabdo- 
myolysis [13], even if this risk is less with fenofibrate compared 
to gemfibrozil [14.151. Moreover, some patients with mixed 
hyperlipidaemia are intolerant or non-responsive to statin 
therapy, and there is a need for other alternative combined 
therapies. The combination of ezetimibe plus fenofibrate can 
be one of the new alternatives for the management of 
ntiixed hyperlipidaemia. 

2. Pharmacology of ezetimibe, fenofibrate and 
the combination of ezetimibe plus fenofibrate 

2.1 Ezetimibe 

The concentration of plasma cholesterol is maintained by 
biosynthesis through the endogenous pathway and by 
absorption of dietary and biliary cholesterol through the 
exogenous pathway [16]. Ezetimibe is the first of a class of 
selective cholesterol absorption inhibitors and is a synthetic 
2-azetidinone, whose chemical name is l-(4-fluoro- 
phenyl)-3(i5-[3-(4~fluorophenyl)-3(^-hydroxypropyl]-4(^-(4 
-hydroxyphenyl) -2~azetidinone. 

Originally developed as acyl-coenzyme A cholesterol 
acyltransferase (ACAT) inhibitors, it soon became dear that 



2-azetidinones do not inhibit ACAT2 in a relevant manner, but 
do block the intestinal absorption of cholesterol. Ezetimibe 
effectively inhibits the intestinal absorption of cholesterol and 
plant sterols without affecting absorption of triglycerides, fatty 
acids, bile acids or fat-soluble vitamins [17]. Thus, ezetimibe 
differs from orlistat, which inhibits pancreatic lipase, and from 
bile acid resins, which sequester bile acids. The exact mechanism 
of action is not yet fully elucidated. However, there is now 
evidence to show that ezetimibe ixihibits at least two different 
types of sterol transporters in the mouse small iatestine [18] . The 
first is the Niemann-Pick Cl-like 1 protein, which is a critical 
mediator of cholesterol and phytosterol absorption, and an 
essential component of the ezetimibe-sensitive pathway [19-21], 
The second potential target of ezetimibe is a protein complex of 
annexin-2 and caveoMn-1 that also seems to be involved ia 
intracellular sterol trafficking [22]. On reaching the duodenum, 
ezetimibe is rapidly absorbed from the intestinal lumen and 
tindergoes extensive glucuronidation in the intestinal 
wall [17.23.24]. Once glucuronidated, ezetimibe circulates 
enterohepatically, resulting in repeated delivery to the site of 
action in the intestine and thus limiting the peripheral 
exposure [17]. This recirculation may explain the long half-life 

22h) of ezetimibe, which allows for once-daily dosing of the 
drug. Ezetimibe localises in the intestinal wall, mainly as the 
glucuronide, which is a more potent inhibitor of cholesterol 
absorption than ezetiniibe [25]. Ezetimibe is mainly excreted in 
the faeces (as the parent drug), with a small proportion in the 
urine (as glucuronide) [26]. 

There was no clinically significant effect of food on the 
oral bioavailability of ezetimibe [26]. Ezetimibe is unlikely to 
cause drug interactions with common CYP450 
substrates [23.26]. No changes in the pharmacokinetics of 
statins, warfarin, digoxin, ethinyl estradiol or glipizide were 
observed when these agents were administered with 
ezetimibe. Coadministration of colestyramine reduced the 
AUC of ezetimibe by < 80%. Cyclosporin increases the 
bioavailability of ezetimibe by approximatively four-fold. 
Due to the unknown effects on the increased exposure to 
ezetimibe in patients with moderate or severe hepatic 
insufficiency, ezetimibe is not recommended in these 
patients [23]. The mean AUC for total ezetimibe is increased 

1.5-fold in severe renal disease (creatinine clearance 
< 30 ml/min/1.73 m^). However, non-adjustments are 
presently recommended for patients with renal 
insufficiency. 

A study conducted in hypercholesterolaemic subjects 
confirmed the mode of action of ezetimibe as an inhibitor of 
cholesterol absorption in humans [27]. This double-blind, 
placebo-controlled, crossover study in 18 men with 
mild-to-moderate hypercholesterolaemia evaluated the effects 
of 2 weeks of treatment with ezetimibe 10 mg on intestinal 
absorption. Ezetimibe decreased fractional cholesterol 
absorption by 54% and LDL-C levels by 20% compared with 
placebo. This was associated with a compensatory increase of 
cholesterol hepatic synthesis, as reflected by an increase in the 



1346 



Expert Opin. Pharmacothen (2007) 8(9) 



Farnter 



lathosterol:cholesterol ratio. Ezetimibe also reduced plasma 
concentxations of campesterol and sitosterol by 48 and 
41%, respectively [27]. 

2.2 Fenoflbrate 

Fibrates are a dass of iipid-lowering drugs used in the treatment 
of patients with hypertriglyceridaemia, mixed hyperlipidaemia, 
metabolic syndrome and/or diabetic dyslipidaemia {28,29]. The 
mechanism of action of fibrates on lipid and lipoprotein 
metabolism is now well established I30,31J and fibrates also exhibit 
numerous metabolic effects beyond their lipid-modifying 
properties (311. Among fibrates, fenofibrate has been available 
since 1975 and the pharmacological properties of fenofibrate 
have been reported in many reviews {32-34). 

Fenofibrate is the isopropyl ester of 2-[4-(4-chloro- 
benzoyl)-phenoxy]-2-methyl propanoic acid and is a prodrug 
that is converted in the pharmacologically active metabolite 
fenofibric acid. After the original 300 mg standard 
formulation, several formulations of the drug have been 
developed to improve its bioavailability: a capsule formulation 
of micronised fenofibrate available in 67, 200 and 267 mg 
doses, a microcoated tablet formulation available in a 160 mg 
dose and a new nanoparticle tablet formulation available in a 
145 mg dose. 

Recent studies have shown that the molecular pharmaco- 
logical effects of fenofibrate are mediated by its activation of the 
PPAR-a. Activated PPAR-a stimulates the expression of genes 
encoding various enzymes that regulate fatty acid and lipo- 
protein metabolism [29.31,34]. Fenofibrate stimulated different 
steps in fatty acid oxidative metabolism in different organs, 
particularly in the liver. This promotion of the p-oxidation of 
fatty acids reduced the availability of fatty acids for 
very-low-density lipoprotein (VLDL) synthesis and secretion. 
Another key mechanism for the triglyceride-lowering effects of 
fenofibrate is the promotion of intravascular lipolysis. 
Fenofibrate increased the expression of lipoprotein lipase and 
decreased ApoC-III expression in the liver. In fact, fenofibrate 
altered both the synthesis and the catabolism of the 
triglyceride-rich lipoproteins [30,34]. Moreover, fenofibrate 
treatment reduced the proportion of small, dense LDL, with 
the formation of larger, less dense LDL particles with a higher 
affinity for the LDL receptor and thus catabolised more 
rapidly [35]. PPAR~a activation with fenofibrate also increased 
ApoA-I and ApoA-II synthesis and decreased the cholesteryl 
ester transfer protein-mediated transfer of cholesterol from 
HDL to VLDL. All these effects contribute to the increase of 
plasma HDL-C concentrations [36.37J. 

Fenofibrate also has numerous pleiotropic effects mediated 
by PPAR-a activation [30,31], such as effects on fibrinogen, 
plasminogen activator inhibitor or vascular inflammation [34]. 

Fenofibrate is rapidly hydrolysed to its active metabolite, 
fenofibric acid. The half-life of fenofibric acid is 20 h, 
allowing for once-daily administration. Fenofibrate is 
mainly excreted in the urine, as fenofibric acid and 
fenofibric acid glucuronide [34]. The clearance of fenofibrate 



is greatly reduced in patients with renal dysfunction and 
dose reduction is recommended in patients with 
renal impairment [34]. 

Fenofibrate has a low potential for drug interactions, with 
the exception of its interaction with ciclosporin, in which 
case, a potential increase of the nephrotoxicity of ciclosporin 
occurs in patients receiving fenofibrate [34]. Concomitant 
administration of fenofibrate has no clinically significant 
effect on the pharmacokinetics of simvastatin, rosuvastatin 
or atorvastatin, and only modest effects on the exposure of 
pravastatin. The pharmacokinetics of fenofibrate are not 
significantly modified by the concomitant administration of 
statins [34]. No pharmacokinetic studies of fenofibrate are 
available in patients with hepatic impairment. Fenofibrate 
has also been shown to potentiate the effect of 
coimiarin-type anticoagulants. 

2.3 The combination of ezetimibe plus fenofibrate 

The pharmacodynamic and pharmacokinetic interaction 
between ezetimibe and fenofibrate has been evaluated in 
healthy subjects with primary hypercholesterolaemia, in a 
2-week, placebo-controlled, parallel-group study comparing 
ezetimibe-fenofibrate combination therapy, ezetimibe alone, 
fenofibrate alone and placebo (38); ezetimibe did not 
significantly affect the pharmacokinetics of fenofibrate. The 
concomitant administration of fenofibrate 200 mg 
micronised and ezetimibe 10 mg resulted in a significant 
50%) increase in steady-state total ezetimibe exposure. The 
mean C^^^^ and the AUC of total ezetimibe were significantly 
increased by 64 and 48%, respectively. However, this 
increase in total ezetimibe exposure was not considered to be 
clinically significant, considering the flat dose-response of 
ezetimibe for LDL-C decrease and safety. Doubling the dose 
of ezetimibe from 10 to 20 mg/day only induced an 
additional mean 1.5% reduction in LDL-C [39]. In the same 
dose-ranging study, doses between 10 and 40 mg/day had a 
similar incidence of adverse events [391. 

3. Clinical efficacy of ezetimibe, fenofibrate 
and the combination of ezetimibe plus 
fenofibrate 



3.1 Ezetimibe 

The efficacy and safety of ezetimibe administered as single 
agent therapy at a dose of 10 mg/day in patients with primary 
hypercholesterolaemia have been assessed in four large-scale, 
placebo-controlled, double-blind studies. Pooled results of the 
two Phase II studies showed that, compared with placebo, 
ezetimibe 10 mg significantly reduced LDL-C levels by 
18.5% and increased HDL-C levels by 3.5% [40]. Similarly, in 
the two Phase III studies, ezetimibe 10 mg significantly 
reduced directly measured LDL-C from baseline by 16.9 [41] 
and 17.7% [42] compared with increases of 0.4 and 0.8%, 
respectively, with placebo. In addition, ezetimibe significantly 
improved HDL-C (~ 1%) and ApoB in both studies. The 
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reduction of triglycerides compared with placebo was 
significant only in one study 141]. In all the Phase II and III 
studies, ezetimibe monotherapy was well tolerated, with an 
adverse event profile of ezetimibe similar to that in the 
placebo group. There are no end point trials evaluating the 
benefit of ezetimibe monotherapy to reduce risk for 
cardiovascular morbidity and mortality. 

3.2 Fenoflbrate 

The potential of monotherapy with fenoflbrate in the 
treatment of patients with primary dyslipidaemia has been 
well established in numerous, placebo-controlled and 
comparative trials [32-34]. Fenoflbrate therapy was 
consistently associated with a substantial decrease of serum 
triglycerides by 20 - 50% and an increase in HDL-C levels 
by 10 - 20%, as well as an increase in ApoA-I. The effect of 
fenoflbrate on LDL-C levels was mainly dependent of the 
type of dyslipidaemia; in patients with mixed dyslipidaemia 
and modest hypertriglyceridemia, fenoflbrate generally pro- 
duced less reductions in LDL-C than in primary hypercho- 
lesterolemia [32]. Patients with severe hypertriglyceridaemia 
and low levels of LDL-C may raise their LDL-C levels dur- 
ing fenoflbrate treatment, possibly as a result of an acceler- 
ated catabolism of triglyceride-rich lipoproteins, leading to 
an increased LDL conversion. 

Fenoflbrate also has numerous pleiotropic effects, such as 
anti-inflammatory, antioxidant and antithrombotic 
effects [29,34]. In patients with dyslipidaemia, fenoflbrate 
therapy reduced plasma fibrinogen, C-reactive protein levels, 
proinflammatory cytokines, IL-6, TNF-a and monocyte 
chemoattractant protein- 1 134]. Fenoflbrate also improved 
endothelial dysfunction [43,44]. Among fibrates, only fenofibrate 
significantly reduced uric add levels [34,45j. At the opposite end, 
fenofibrate therapy induced two potential deleterious effects: an 
increase in creatinine levels [34.46] and a significant elevation in 
homocysteine levels [34,47]. 

The potential cardiovascular protection of fenofibrate 
therapy has only been evaluated in diabetic patients. In the 
DAIS (Diabetes Atherosclerosis Intervention Study) [48], 
fenofibrate slowed the angiographic progression of coronary 
atherosclerosis; the progression of focal coronary atheroma 
was 40% less in the fenofibrate group compared with placebo, 
without significant effect on diffuse atheroma. 

Additionally, there was a 23% reduction in the rate of 
cardiovascular events, but this reduction did not reach a 
statistically significant level, possibly due to the small number 
of patients enrolled in the trial. Hiese effects seemed to be 
explained not only by the changes in HDL-C, LDL-C and 
triglycerides levels, but also by the significant increase in LDL 
particle size observed in the fenofibrate group [49]. 
Interestingly, the increase of homocysteine does not alter the 
beneficial effect of fenofibrate in DAIS [50]. 

The ability of fenofibrate to reduce clinical outcomes in Type 
2 diabetes has been tested in a large population of 9795 patients 
with (22%) and without (78%) previous CVD [n]. In die 



FIELD study, fenofibrate therapy was associated with a 
nonsignificant 11% reduction in the primary end point 
(coronary heart disease [CHD] death and non-fatal MI), 
corresponding to a significant 24% reduction in non-fatal MI 
and a nonsignificant 19% increase in CHD mortality. The 
incidence of total cardiovascular events was significantly less in 
the fenofibrate group, but the beneficial effect only occurred in 
patients with no previous CVD. Some explanations can be 
proposed to explain the disappointing results of FIELD; it has 
been suggested that the higher rate of statin use in the placebo 
group may play a role, but even after adjustment for statin 
herapy, reduction of CHD events remains less important than 
the effect observed in diabetic patients from statin trials, such as 
the Heart Protection Study and the Collaborative Atorvastatin 
. Diabetes Study [51,52]. The poor effect of fenofibrate in reducing 
CVD events, more particularly in secondary prevention, could 
also be explained by the significant increase of homocysteine 
levels. It has been shown that gemfibrozil increased plasma 
homocysteine less than fenofibrate [47.53], and this difference 
could explain the better clinical benefit of gemfibrozil in the 
VAHIT [7.8] and Helsinki Heart Study [54], Another hypothesis 
to explain the FIELD results is die modest effects of fenofibrate 
on lipid parameters. In particular, the effect on HDL-C 
decreased over time in FIELD (+ 5% after 4 months, + 1.2% at 
the end of the study). In FIELD, the mean HDL-C at baseline 
was normal, higher than in DAIS, and the effect of a fibrate on 
HDL-C levels depends mainly on patients' lipid profiles. The 
declining effect of fenofibrate on HDL-C over time could also 
be due to the fact that elevated homocysteine reduces the 
ApoA-I expression in mice and humans [55]. 

In diabetic populations, in terms of effects on micro- 
vascular disease, fenofibrate reduced the progression of 
albuminuria in FIELD and DAIS trials [11,56] and the need of 
laser treatment for retinopathy [il]. 

In the treatment of dyslipidaemia, fenofibrate was generally 
well tolerated, with few side effects [101.102]. The most 
common side effects were gastrointestinal disturbances, liver 
furiction test abnormalities and increased creatine phospho- 
kinase. Fenofibrate also increased plasma creatinine levels by 
an unclear mechanism [34] . In patients with Type 2 diabetes 
who participated in the FIELD trial, a slight but significant 
increase in pancreatitis (0.8 in fenofibrate group versus 0.5% 
in placebo group) and pulmonary embolism (1.1 versus 
0.7%), and a nonsignificant increase in deep vein thrombosis 
(1.4 versus 1.0%) were observed. The excess of pancreatitis 
may be due to the increased lithogenicity of bile. The 
increased risk of venous thrombotic events may be related to 
the increased homocysteine level, a risk factor for 
thrombosis [57]. Overall, in FIELD, rhabdomyolysis only 
occurred in three fenofibrate recipients and one placebo 
recipient, and all cases were fully resolved. 

3.3 The combination of ezetimibe plus fenoflbrate 

The efficacy of ezetimibe plus fenofibrate combination 
therapy has been evaluated in a specific population of patients 
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with mixed hyperiipidaemia [58.59]. Indeed, due to the 
complementary biological efficacy of these two drugs, mixed 
hyperiipidaemia appears the best choice for this new 
combination therapy. In this multi-centre trial, the efficacy 
and safely of ezetimibe coadministered with fenofibrate was 
compared with that of ezetimibe alone, fenofibrate alone and 
placebo during 12 weeks 158]. A total of 625 patients with 
serum triglycerides between 200 and 500 mg/dl, LDL-C 
between 130 and 220 mg/dl {100 - 180 mg/dl in patients 
with diabetes [16%]) were randomised to receive one of the 
four daily treatments: placebo, ezetimibe 10 mg, fenofibrate 
160 mg and ezetimibe lOmg + fenofibrate 160 mg. The 
coadministration therapy reduced LDL-C by 20.4%, 
non-HDL-C by 30.4%, TG by 44.0% and increased HDL-C 
by 19.0%. The change in LDL-C was influenced by baseline 
TG levels; greater LDL-C lowering was noted in all active 
treatments in patients with TG <3.1 mmol/l (median). At 
baseline, > 70% of patients in each treatment group had an 
atherogenic LDL size pattern B (preponderance of small, 
dense LDL particles) [2]. 

After treatment, a greater proportion of patients receiving 
ezetimibe plus fenofibrate (64%) and fenofibrate alone (62%) 
treatments shifted from a more atherogenic LDL size pattern to 
a larger, more buoyant and less atherogenic size pattern. 
Depending on the study variable, the effects of the combination 
of ezetimibe plus fenofibrate were either additive (LDL-C, total 
cholesterol, non-HDL-C and ApoB) or fenofibrate-dependent 
(TG, HDL-C, ApoA-I, high-sensitivity C~reactive protein, 
fibrinogen and LDL size pattern shift). Finally, LDL-C and 
non-HDL-C goal attainment was greater with coadministra- 
tion than with either single treatment: 60% of patients 
treated with ezetimibe plus fenofibrate reached LDL-C and 
non-HDL-C targets. 

After completing the 12-weelc, randomised, double-blind base 
study, 576 patients entered into a 48-week, double-blind, 
extension study, during which they received fenofibrate (n = 236) 
or ezetimibe plus fenofibrate (n = 340) [59]. Improvements from 
baseline in LDL-C (-22.0 versus -8.6%), non-HDL-C (-31.6 
versus -19.4%), ApoB (-25.2 versus -16.2%), TG (-46.0 
versus -41.8%) and HDL-C (20.9 versus 17.8%) levels were 
significandy greater with ezetimibe-fenofibrate combination 
therapy than with fenofibrate alone. 

The combination of ezetimibe plus fenofibrate was well 
tolerated during both the base study [58] and the extension 
study [59]. In the base study, the proportion of patients with 
elevations in liver function tests or serum creatinine was 
similar between the combination group and the fenofibrate 
group. It has been reported that fenofibrate increases 
cholesterol excretion into bile [101,102], which may lead to 
cholelithiasis, and ezetimibe has inconsistent effects on biliary 
cholesterol in animal models [103], but without evidence of an 
increased risk of gallstones in patients with primary hyper- 
cholesterolaemia [40-42). In the base study, one patient 
receiving the combination of ezetimibe plus fenofibrate was 
discontinued after being diagnosed with cholelithiasis and 



subsequent cholecystectomy. In the extension study, the 
proportion of patients with plaimed or performed chole- 
cystectomy was not significantly different between treatments. 
However, this study was not designed to assess this infrequent 
biliary adverse event. 

Finally, there are no data on the rates of cholesterol 
absorption and cholesterol hepatic synthesis induced by the 
combination of ezetimibe plus fenofibrate. 

4. Conclusion 



The combination of ezetimibe with fenofibrate is an 
additional alternative approach to the treatment of patients 
with mixed hyperiipidaemia. This combination therapy 
seems to be particularly useful in patients who have a poor 
response to, or are intolerant to, statin therapy. 

5. Expert opinion 

Numerous clinical end point trials [60] have firmly established 
the efficacy of statins to reduce cardiovascular events. 
Therefore, the use of statins has become the cornerstone of 
drug therapy in reducing the concentration of LDL-C and 
thereby the risk of CVD. Statins are indicated as first-line 
therapy for patients with primary hypercholesterolaemia and 
mixed hyperiipidaemia. Despite the benefits of statin therapy, 
the residual risk observed in clinical trials can pardy be 
explained by the fact that abnormalities in triglyceride-rich 
lipoproteins and HDL contribute to the risk of CVD. 
Although statins are the drug of first choice in patients with 
mbced hyperiipidaemia, statin therapy may be limited by the 
failure to reach non-HDL-C goals and by intolerance or poor 
response in monotherapy. Fenofibrate is a second choice 
treatment for these patients, but the benefits of fenofibrate on 
cardiovascular outcomes observed in patients with Type 2 
diabetes are less than those observed with statins. This lack of 
benefit with fenofibrate can be a reflection of the poor effect 
of fenofibrate monotherapy on lipid parameters. The 
combination of ezetimibe plus fenofibrate offers a new 
strategy for patients with mixed hyperiipidaemia. The 
complementary effects of ezetimibe and fenofibrate improve 
the overall atherogenic lipid profiile observed for these patients 
with decreases of LDL-C (-20%), non-HDL-C (-30%), ApoB 
(-26%) and TG (-44%) and increase of HDL-C (+19%). 
Moreover, a large proportion of patients with mixed hyper- 
iipidaemia can simultaneously reach LDL-C and 
non-HDL-C goals with this combination therapy. Even if no 
direct comparative data with statin monotherapy are available, 
the global improvement of lipid profiles suggests that the 
combination of ezetimibe plus fenofibrate could be an 
alternative of statin monotherapy. 

The limitation of the use of this combination of ezetimibe 
plus fenofibrate is mainly due to the remaining questions 
regarding the long-term clinical benefit of fenofibrate therapy 
and the long-term safety profile of the ezetimibe plus 
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fenofibrate treatment. Until then, this combination seems to 
be reserved as a second-line therapy. Nevertheless, the ezetimibe 
plus fenofibrate combination therapy offers an important 
treatment alternative to patients with mixed hyperlipidaemia 
who respond inadequately or are intolerant to statin therapy. 
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